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1A patients with multiple scleroesis
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Barrew: Neurelogical Institute — Tim Vollmer, M.D.
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University of Seuthern California — LLes\WWeiner, M.D.
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Definite diagnosis of multiple sclerosis by the
McDonald criteria.

Patients with relapsing remitting MS or secondary
progressive MS are eligible.

1-5 Gd+ lesions on MRI or relapse in last 2 years or
disease Worseningin last 2 years

Clinically stable fior = 1 moenth before screening
evaluiation anad during Screening;

EDSS > 2.5and 7.0
Adeguate hematopeletic, renal and hepatic function
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Three arms

= Placebo 4 Patlents
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- Repeated for three doses of BHT-3009
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Atorvastatin/atorva-
placebo daily, from 2 days
before first BHT/BHT-

placebo dose until

BHT/placebo
Baseline Randomize Treatment Evaluate Unblind
Week -4t00 0 3. 5.9 13 14 unblinding.
Placebo Active Treatment

Randomize BHT-3009 (Arm D)
or BHT-3009 + atorvastatin (Arm E)

Treatment Evaluate F/U
Q4Wx3
Week 14,16,18,22 26 38, 50, 62

F/U weeks 26, 38, 50

Atorvastatin daily, from 2 days before
first BHT-3009 dose until completion

of week 26 evaluation (Arm E only)
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= Physical exam & AE evaluation

= Baseline, before each treatment, every 12 weeks follow-up
= EDSS at baseline (2), end of treatment, relapse/progression
= Monitor for 2 hours after each injection

= Phone contact 3 days afiterr each injection

= MRIS

= Baseline (2), every 4 weeks on treatment, every 12 weeks
follow-up

= Routine laks
= CBC, chemistries, _LDL cholesterol, CK
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+ Review safety data after each dose cohort
= Approve initiating next higher dose group
= Review Serious Adverse Events as they occur

= Review patients who exceed action limits

= MRI: Any patient with >5 Gd+ lesions above
paseline values on twe sequential regularly.
schedulediscans

= Relapses: Tiwo patients with relapses aduring
treatment time

= Progression: I\Wo patients With progression during
treatment time



BARROW
DSMB Members nsttute?

= Gary Cutter, Statistician, Birmingham, AL

= Hillel Panitch, Neurologlst University of
Vermcﬁf’ P!
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= Tony Traboulsee, MRI, U Britisk ' Columbia

St Joseph's Hospital and Medical Center
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Begin in year 1

= Familiarize patients with process and encourage
participation

Questionnaire completed at home

= Paper or on line
= New conditions (cancer, hematologic, auteimmune)
= Status of MS

Administered by NARCOMS

[Databhase

= AlIFBHT-3009 protocols
= Protocols using same Vector hackione



NARCOMS Ovearviay:
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3,020/ — Ietal 2008 new enroelliments

22,7967 — Tiotal Update guestionnalres sentouit 1n
Spring 2004
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IS the largest database off VIS patients 1 the world

*Enrollments received within 6 months of update cycle are not yet
eligible to be sent an update questionnaire.



Staff of NARCOMS

= Tlmnoiny Volligr, MID — Dirgcior
«  Tuulafyrey, Pab, MIAED — Hrogrrlm Mlarziger
«  Olypnglel sleejimnicnziel, MIP =l — Progrei Coorelineior
= Sieicy Ogyelld, B — Tdenpleal Wiliar
s \VISCIR Coorelineiior
D ORIEND e NVIS IR ESEANCIINASSISTANT
i ENENV ESIEN=NRESEARCIINASSIStcI
AliciaiViinard'— Research Assistal
Gary Cutter, Phb
Statistical suppoert
Ruth-Ann Marrie, MD
Fellow - 1 year appointment (starting July 1., 2004)
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= Antrbodles-r
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Central facility

= Montreal Neurological Institute

= Cells frozen at each site and shipped to Montreal
Antigen-specific responses

= MBP;, PLP, MOG, — protein & peptides

I celll proliferation by CESE dye dilution assessed
Py filow: cytomELry

+ CD4+ cells

Intracellular cyiekines

= [IL-4, 1IE-5, TTNEov andi IENy
Primary L7 1 cellf proliferation: assay:
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= Central facility

= USC core facility
= Centers ship fresh blood to USC

=4 color flow cytometry

=1 cell, B cell & DC phenotype and

activation state

= CD3, CD4, CD4/CD3, CD§8, CD8/CD3, CD4/CDS8
ratio, CD19/CD3-, CD19, CD4/25, CD3/25, CD4/154,
CD3/154, CD4/80/3, CD4/86/3, CD4/62L/45RA,
CD8/62L/45RA, CD4/62L/45R0O, CD8/62L/4A5R0O
CD40, CD28, CCR5, CXCR3, CTLA4 (CD152), HLA-

DR.
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= Perlpheral blood gene expression
’ @Soﬂrce Drec| 510 (Boulder CO)
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= Althea Technologies, San Diego
@Performed pre- cllnlcal GLP tests
- BHT-3009
SO

St Joseph's Hospital and Medical Center
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